Regulation of epidermal growth factor receptor gene expression by retinoic acid and epidermal growth factor.
In normal rat kidney fibroblasts, retinoic acid increases the level of epidermal growth factor (EGF) binding and synergizes with EGF and transforming growth factor-beta to stimulate anchorage-independent growth. We now demonstrate that retinoids act by increasing the rate of transcription of the EGF receptor gene, resulting in elevated mRNA levels. No effect of retinoic acid on EGF receptor mRNA half-life, measured after actinomycin D treatment, was observed. In the same system, EGF was also able to increase expression of its own receptor through an elevation in mRNA levels. These effects were specific since retinoids and EGF did not alter transcript levels for fibronectin, alpha-tubulin, or beta 2-microglobulin. These results demonstrate that the EGF receptor gene is a target for regulation by multiple growth-stimulating factors.